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(54) PHARMACEUTICAL COMPOSITION 

(57)Abstract: 

PROBLEM TO BE SOLVED: To provide a 
pharmaceutical composition comprising, as an effective 
ingredient, a novel aliphatic, nitrogen-containing, five- 
membered cyclic compound having an excellent DPPIV 
inhibiting action. 

SOLUTION: The pharmaceutical composition „ ./-\/ • x-s. 

comprises:, as an effective ingredient, an aliphatic, > — f \ l 

nitrogen-containing, five-membered cyclic compound cn 
represented by general formula [I'] (wherein A is -CH2- 
or -S-; B is CH or N; R1 is H, a lower alkyl group or the 
like; X is a single bond, -CO, -Alk-CO-, -COCH2-, -Alk-O- 
, -0-CH2-, -S02-, -S-, -COO-, -CON(R3)-, -Alk-CON 
(R3)-, -CON(R3)CH2-, -NHCH2- or the like; R3 is a 
hydrogen atom or a lower alkyl group; Alk is a lower 

alkylene group; R2 is (1) an optionally substituted cyclic group or (2) a substituted amino 
group or the like; and when X is -CO-, B is N); or a pharmacologically acceptable salt thereof. 
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■?**A.Jfca»*t, fit ft C <fc V . 8 7C &J ( 0J *. I* . MJ7CI**5/3k* it 

'J L $ ) <9^ftTCJSErtt« -3 I) ? * « » t . ft ft » [I I ] * US* K flJ (-/r/?D 

[01 81] 

±IE<9 «fc 7 C 0 Tllft* ft ? *£rc<9#Ja>J3?#-?ifc I ttfctt [I] fcU<tt*t<!>«*Htft 

ma . )S8i<5*t3f)?u(3: i t0mvu7i8irti« 8S?tiz. mis, a*« u * ti z * 20 



ft, -/7XTMY-*yii)*f Sttfttf Si!!!??)? tlftiettV UT^feUi? . *L# 
7C^»ll»C7*¥*4#t*lincKJ: l ;«<CV»?fJ. * . -V 7 7 r U 
9 J . 

[01831 30 

[ n « m ] 

D P P I V ft 8 » ft © ill % 

*%®<DHMmit CttlZKftMlZtdbft*) t«*U7, C Mn5S D P P I VCflTZ 
ISiSttt, X « CDiOLfceteS*47#S8l 253-1 2 5 8 1 (1 9 9 8 *) . 
WO? 8/1 ? ? ? 81) Ett<&a»C*l>7JK.T<P*7Cl/7«l«l/fc. 



*ftt . '/^f^UJtJ'FCiS**, I^ail (40tnM HEPES. PH7. 
6) IC 7 # W U . »»I3PM~1 0uM9fiSft^iS ( V M f h 7 h % * V K © * * 8 = 
0. 1 X) tHHUt. tht»2Bulc. AeifXl SOU lft»«#»*Z5a 
I t » JO U . 3 1t?1 0*^«IUfe. *t <?> £ . t K * U 7 7 'J 5/ ;|, - L - 7' □ 'J > P 40 

- : h d 7 : 'J f (• 1/ - h C (tt) KIJlBfSG ly-Pfo-PNA-Tos 

] !§i$50U I t»»U 0. 2 3 4 mM) , SitliSl^. 37137 

DPPIViStttilUSUfe. ft«#«DPP I VBf SttVU 75 OXfif lit!)! 
M . * 1 2 IC * U £ . 
[01 85] 

± IE X « C «fc V . *$l»Ci>Sfl)J53i , #tt*tl*.DPP IVftSfFBtStZC^tfaHH;** 




10 



[01 82] 



[0184] 



[HJ&0J] 
K3i0J 1-1 



50 



(2?) 
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(8) -1 -70?7Cf)l.-Z-y7yCD l Jy> (&£#;! #J 1 ) 1 0 0 m * * 4 - 
7S/-I - (z-cn-/:^) ( ♦ * « 7 - 1 > 2 4 7 m?(97« H I- 

y*-^*/-J|f»Jlt. fi?1 5 $ H « t 3 . &Big£38lC7Xt;tn*.. 7 □ □ * * 

z*7ttiw*i. ttffl*t**««7Mj 58&t>sj±s£*2. a tv?r 

-)^7i70Yh757 / - C 58 & : 0-1 0»^y/-i-5DD*ii) ?8Sl 
ffllHO. Bwl - 9DD**/»0. 5 m I C 58 US 0 . ZNIl-I-fJU. Om 

1 . 2 m I ta*. »ffl U *tt*t » U - X- r ;i5ft# U T . (8)- 

2 - ! ; 7 / - i - ci- ( z - c y § v z >v ) c a 5 i j-/>-4-U7§/] 7 c f e 

□ y v> • ZffiKig (* 1 h*«i - i ) t»z . 

[01861 10 
&JiflJ 1 - 2 ~ 1 - 9 0 . 1 - 9 2 ~ 1 - 1 0 9 

(8) -1-7 , D€7-t2f;U-2-V7yC0 , J^>V^S®!PHb^?»tffll) - flu 12 & Ji 
fl! 1 - 1 *H*C««U 7. (Kft«1-Z~1 -90. 1 - 9 2 - 1 - 1 0 9 

) ©ttfctttHZ . (fflU . Kttffl 1 - 9 8 9 ft 6* I*. 8&flJ 1 - 3 3®M£ft**U 

mi 3 . ) 

SCi'iUJ. ) 
SM 1-91 

tro.nS-1. 4--/7O\ + t>-/7^ 3 0 0lnnN. N--/r/?DnHf 
^7^>45HL<?7GMMJIl5ffi I 58 5S IC (8) -1 -7Dt7Cf II - 2-V 20 
7/CDy-/>5 7 OlnniE^, S & 7* 8 * AH tt t3. m®5fit!BlDltJfi7K7*«RU 
, 1 UU* ft, LttoEfl . ttai5873l7X«Bt7-hy«}A7ft»U. 58Mt5Stfffg£*Z 

. 5$ t-yyi!rjii7/»?07h777< - ( 58 « = 70D7Ui^-;<77-^ (1 o 

0:0-95:5)]?»liT*C*CJ;y t 1H. Ctlt9DD*A/*0. 5hn 

tX-T;i&5lU, (8) - 2- -7 77-1- (t^anS-4 - ( (8) - ( 2 - -V 7 

y-i - coyy:*) a ;i tk z ;i x ? ;i 7 $ 7 ] $/9D\ ! t ! 5';i7§y) 7 t2 f □ 

y^>-Z»»*(*1 Sfiffll - 91) 307ln?ttl2. 
C01 87] 

SJtflJ 2 - 1 ~ 2 - 9 30 

(1) 4-te^t-7 , h + ; y^;i7Kz;i7$7-4-^f;i5/7D\ + -9-/> ( # £ fll 
6-1 C 3 ) Jl flHt G » ) 600m?-, h!l7Cht2'**fl;* l )*ny i 7/»78Sm 
9-. E^*y>25 2m*. IfK 1 5 7 m?, firJ;&f5/ , 7[]CIX*>6mlfl>ttai»t* 
517 1 6 "tH t?. IS *0 & & 7X * 7" h y>^*»«7-#«*. 7Dd;*JI^?ttlflit 

2 . ttwratsuxftBS^h 'jn?tt»u, 5887>jSEii£r2. « t^'j^u? 

^7QTF777 < - C 58 « : 7nD*;UA-.X77-,/l (20 : 1) 1 7 □ □ * /l ^ - 
7 7 - II (10 : 1) +1%7>€Z7 7X)7«SSt3C , i;iCJ;y. N-tert-7 

&fN-te^t-7 , H + v^yi7ivz;i-i -/7Mi-t-4-tJi*y7-r-i -5/7 

□ \+ 5/^7S>®»a» (#lflJ8-54 : JKft II ffi 9 <b 6 ft ) 6 0 0 m>t»Z. C 40 
<9^ft»2 2 0m>t4NIi/ s /**t>2ffi I ft<*OX77-;i2m I 9iS^5fi+. 
S5I7 1 5 *IB b7N-tert-7 , l-*5';6*aczfctfctltt*iIl,fctt. SlSJfit 

[01 88] 

(2) BO 12 (1) 7«»«Jtl3fcG»C (8) -1 -7D?7Cf ^-2--77/CD'J7 
> 3 2 0 m * . h^If A7570. 6ml.7Ch-M.Ml3. 5 m I . * 7 7 - )l 1 
m I tin*,. 5 t ? . !Stl«te7X*7-Ky7A7X58)fi7*^«. 7 □ □ 

5 7J-l^7/*7D7h 777 < - C58«:7dO*yiA-'\*?> (1 : 1) T 7 □ □ 

xn,D 7»s t * z * c j: v 2aa<5»ttttt n ? . 50 



(30) 
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[01 8 9] 

fittttWOftft* t lt««a L 7 . (8) - l- V7J~\ - C 1 - 

^ * y 7 - t - 1 -V7D\f H7$/) 7«f ^UD'J'/> • 2 IS© ffi ($2 H ft 

81 2 - 1 ) 3 SmHH?. * fc. «tttt«HtG» t il««H b 7 . (8) - 2-5/7/ 

□ y ->■> Z Hft«£-2) 82mn»J. 

Jl0lE*|e]ftC(,7. £2 SitflJ 2-3-2-99 fca»t#3. 
[01 70] 
SitflJ 3 

(1) -tJ"a.nS-4-757 5>70\**/-^4. 78?97t2hzM>UI,//7/ 10 

- h% ft (3/1) 60m I C JK » T . (8) -1 -7U*7 KLf h - I - V 7 J 

'7 5/* > 3 . 00»tJ0%«Sfi-?14"*^« r 2 . JR * « C , MJIH75>1. 9 
8ml, ail?. -;-te)"t-7f ^-/nac^-h I O. 5 6?<i)7«Hh l JJ^ 

tint, mj + * u 7 9 □ o**^-*«iw u , e»*llt3. 

»H ft B tV 1 ) jy*J7/.?D7h777 < - ?JSSf K ^Ct'i. (S) -1 

- (N-tert-7h*->3^7Kz-iU-tfOLnS-4-tFa*5/-1 - -7 7 □ \ * 
5/^7$/) 7Cf II - 2- 5 /7/cn l J>'>4. 7 2H#L 

[01 911 

(2) id ie (1) 7#minte»i 5om>)!cyy>i 21 uL©aft*fi/>2m 20 

1 » a c . ft? h y * x y > 8 4 m * t in x , *t 0 * * 1 «t fii m t?. »u?e** 

y 7 1 B 6 UL<5lHt>!f 1/ ffiLtlDt. 11? 1 ^HK U <5 , 7l>ffi 

hy^-f^ESt-zc^c* 1 ;. (8) -1- [N-te^t-ri-* 8 ;* 
-troLns-4 - (tAty/H*:***?) : ;90\t ! yi75/) 7Cf*- 

2 - 7 7 / c □ y >/■ 7 1 HmHi?. 

[01 921 

(3) 10 IE (2) 7*i>ft3ttft»1 B7mni'y7A*nBl1. SmLlCiSIlt 

1? i4HS * 3 . »*t u fc©^. * k y A*»«tai 

fc77 11/ * y b 7 7 □ □ JdUI/^ttiB 0 . 3 . ^ U7» t 3 7 Z» 7 □ 7 30 

»t#7. CUtfilf JH mLCiBl/. INM-i-tJItO. 5 m L . X u ?x 

-fA2mLtai. ttfflufcttHtx-Tjuftau. (s) - 2-5/77-1- c t r 

n S - 4 - (C^*y/»A^*Z^*+!/) V 1U\*V K7% n 7Cf ACD'jy 
7-i6«fi(*3 SffiffJ 3 ) 9 7 m » 7 tt I . 
[01 931 
Kftffil 4-1 

( 1 ) £ IE # 2 flJ 3 (2)«7«»mi3WBHtft»500lTi**0. BM^*77A*7 

+ (1 / 9 ) ©ilftBB t 3S7 1 8 nf fH» tz. ttlt 

10. y^U**^7$F. 1 OXH/If *75 7- »ft^f 1/7. s^^f 40 
7 $ K - 7* ( 1 : 1) . At J - K* fh7tFD77>, X9 J - K, ft £Z/Mit*f 

u>ic7i5t^r?. »u?ii)£4'yv77i^7y*n7u 1 . »*&mt^f i/ 

7 4 m I fi>iBft»t 1ES7* 1 8 *IBtt t?. Wit IU. V^H«*/»7^F. 
V^f^ac^/*75K-?K(1 : 1). ^ W - ik Tf-7tKD77>. XW-A, 
**»lft^f l/7C7«»ll. «ff«»U7WBt»3. 
[01 943 

(2) M IE (1) ? # mi 3 « ■ * k y 7 * * □ B * 4 m I © » ft » t * »■* 1 8 n m 

T3.8JB§t £i*mit* ? v > ic7Sft># u . «v»*tdftit7a*t 3. « c 

WK7K*^hy7A*»*till/t77**yttVU79DD**^»iBU. ez *t & 39 as * 

3. ft « *l Z ft ty*-*J7/*7DTF757< - C ft ft = 0-5%/7/-^-7 50 



(31) 
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It, 1 Nii-i-f jio. 5ml.»ii?x-Tfc2mitJ0Jt.*rfflOfett»ti. 

- t n, ft w u . (8) - 2-V7/-1 - c 1 - ('O'/Ji'js/^^:^) etyy 

>-4-^)l7§;J 7 C f 11 C □ y • ttKtt ($4 K*«4 - 1 ) t » 3 . 
[01 95] 

Kftffl 4-2-4-5 

*t » S *Ht ft » ( <f y 5/ 7 > • ft ft » ) t ffl I) , « ft#J 4 - 1 * |5|« IC L 7 . $4 S ft 

flj 4 - 2~4-3<3>ftft^t#2. * . <fyV7>&ftft$illCtt:*,7. 3 Jl, 7K > ffi <?> 

«-^wjstti?K«5 (suKDA?Bt£&fSuk7;n';nt) tnntftimiiii. sftfli 

4-1 VI«CU7, «4 SUfc«4-4~4-5<!Htft»t»Z. 10 
C01 96] 

S ft flj 4-6-4-10 

^y5/7>^ / \>v;nu«^T^f;u9DD7rwi,^-htil)PHbft%i>;UTffli)> h yi 

H7§>9UtT? (1 ) J*®JR»tfi*«»ttl9i2lltt«4-1 * H * C U 7 . & 4 
Sft094-6<?>ftftttt*§Z. tt»«*Htft» (Ht») tffltK flu IE ^ Ih] « (C 

U7, S4 Kit Wi 4-7-4-1 0<5ftft»t»3. 
[01 97] 
It ft ffil 4-11 

#%#J3 ( 2 ) >J tlZ 8JBSftft«5 500 m * * 0 . 5M^9>X)U/K>ll-^ 

# + *>/*fc*f U > < 1 / 9 ) 0»a*t*JI? 1 8*li« tZ.ttBt »U. 20 
.X f )U * )b Z* 7 $ K . 1 OXMJlf *75>-lft^f -7^f J^i^7§ F 

- 7K C 1 : 1 ) > / - f l-7tFD77>, *«fe»*<b/fU>C 

7 ft ># t 2 . imtl^I^-t / ^JilTlOIII 7 7m?, 1-tHD*V^>y 

h y 7 y - 1 3 8 m f , o - ^ y v h y 7 v - ;i - 1 - 4 n, - n . n. n' , n ' - t 

24u I . 9i & & a S X T n,*Ar L7 ^ F 4 m I <5ift»ttl?1 8^^m tl. filflS 
t EL, ->* X f ;i/ * & U 7 5 F . *S A* KXKL7*P - * i\ ■ 1) . X 9 J - K > 
f F 7 [ F D75 >. X9 J -ks 3t<fcyHb^f 1/ >IC7i*^IS. «ff U 7 W 88 t 

# 2 . :<5«it. 8 ft fll 4 - 1 <9 (2) «VH*CM;7^*DP«C7«»U7. ( 

S) - 2 - -> 7 7 - 1 - ( 1 - (2- + /y****Z*) C^y-y>-4->f^7$/ 30 
) 7 C f )UC □ 'J s 7> • 2 iSEH (* 4 &ft#J4 -1 1) 1 36tfinH3. 
[01 98] 

S ft #J 4-12-4-19 

«M*ntft» ( a ;nac >Kftft») t s u . sft#J4 - 1 1 *ifii*c««07. $4 

S ft flj 4 - 1 2-4-1 9 G> ft ft *i> t « 3 . 
[01 99] 

5 ft flj 5-1-5-12 

# % flj 3 (2)JS<*>ffl)iBftft!|&IC#2,7. **ffl4-?»HtlZW»ftft»tflil). $ ft #J 

4 _ ! ~ 4 ~ 1 0 * ft ft IC U 7 . £5 Sft #15-1-5-1 2©ftft?tlTt§2. 

[ 0 2 0 0 ] 40 

6 ft flJ 5-13-5-36 

# t 0J 3 (2)Jl<?>ffllSftft?&n:#%7. #£#J47*mti.Zf8SSftftt»tEi). S ft flJ 
4-1 1 V H * C U 7 . $5 S ft flJ 5 - 1 3-5-30© ft^ffltiZ. * £ , 4P £ #J 

5 (5>*?Smi3»fflftft»tBl». ra*CU7*5 

8 ft flj 5 - 3 1-5-3 6<9ftft*&7*§3. 
[ 0 2 0 1 ] 

K ft fll 5-37-5-39 

# * « 5 (5)*-?#«Jfl.Z»»ftfttt(l. 01 mmol/J) 500 m ? * 0 
. 5M^9>7;i,7K>Bl--y , *=t=-9->/JHb^fU> (1/9)<i>igft?87Sfi730fl- 
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A ft a f i/ y . y*r i\,*n,L7*p , y^fiifcHLy^p-Jk (1 = 1) . tF7[ 

C7lt»t]. tt>*llfe»B*2-70D-5-7 , Dtey55' , >2?8in». KUXf 
;U7§>2 1 1 u I9ifi»t55t?1 6*IB**7*Z. fflffl t HU. J'/f 
;u;$F, » ft * f 1/ > . 1 OSSh 'Jlf il7$>-Ift^f l/>, JM ft * f U > . y 
^^/^7§F, y^f^**r^7^F-*(1 : 1 ) . t h 7 t F D 7 7 At 
/ - h . rF7tFD77>, *fU>CTifc**3. tl 3 8J 

IS <<> £ « t . MJ7JUtfDB»?«JSLT. (S) -1- (t^xnS-4 - ( 5 - 7* □ 
tC i n7>-Z-'f)l'7$/^f II/) V7D\ + 5 ;l7Sy) 7Cf;u-2-v7yc 
□ yy> •»•»(* 5 «Jtffl5-87)6im»t»?. 10 

[ 0 2 0 2 ] 

ttSSfHtatttfiil), H«CL7. &5 It it ft 5-3 8-5-3 ?<5 ft£%>? 

41 I . 

[ 0 2 0 3 ] 
SitflJ 6-1 
[ 0 2 0 4 ] 
[ ft 4 7 ] 




[ 0 2 0 5 ] 

(1) tr<xns-4 - (tef t-7i-f •7nac:il'7$y^f Ji) y?D\ty* 

7§>(^ie#f«5<?>(3)Jl)51?m?. 2. 4. 6 - h ^ h t ! M >7:7*f 
t F 4 4 6 m » . hy7«h*5/2K*ft*$*?MJ'7Z*6 0 8in&**ft.Xfl/>1 1 
mL9ig£tot££-?1 4 *IHft t3. &JS*t»5lb8K**? h U^2*7X5S5fi"?#« 
ft. 7DD«*A?»l&tI. ttlMJfit J8fc*m?X-?^^ft . *7Xtttt / h V 1 Ltfttk 
U . S«t*EB*rZ. 52 ty*-AJ?/»?D7H'?7/ - [ » « = 0-20% 
At / - 9nnx)\,Ll ?JSSt3. # mi ft 6 » (?6?m?) . (8) -1 - 40 
7D?7Cn-Z-V7/CDyy>84 1 Mt. : /r/7DC)Hf A7§>7 9 1 
U L > 3V < fe&f->'^f;U7-t2h7$H8mL©iSfti»t50t:T l 1»#^a tZ.SBJfit 

7X?#^Rft. rcatx f t 3 . m&mt?k* j:^ffift^m7K-?»fe^ft. suxais? 

hyn?tt*l/. S«tMffilBSt2. 5* t ! /^-IJ7i7DYh777< - [ft 
8 ; S0-0%\=*y-y-'7auX)\,Ll -JJSSTSC^ICfc 1 ;. (8) - 2-5/77- 
1- [ N - (2. 4. 6-MJyHt-77i:^^f il') - tfoLns-4 - (tel-t 
-7*l-*y;DA3:z*7S/*f*) -V 7 □ >\ * V Jl> 7 3= / ) 7Cf /^D I J7>8 34 

m f t tt I . 

[ 0 2 0 6 ] 

(2) »lE(1)-*#miZftft»818m»*0. 5M**>;Ul,7K>Bt-;/ , ;?t-*-!r> 50 
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/i&itX f 1/ > (1/9) 2OmL<(>iS£!t0tSS-?2i$Hm t J . SEfttBSfoiKBt 

. «?Xt»BS^- h ^ f^-?KS»U . SIStMSlSl. (8) -2-5/77-1 - CN - ( 
2. 4. 6-h l ^h + 5/7i:A^f*)-tfa.nS-4-(7$;^fA)5/5D 
\t-U7$/] 7t2f;H?Dy7>647m?t*§3. 
[ 0 2 0 7 ] 

(8)»lB(Z)?#«JtlHb*1»l55m». 2. 5-7 7QQC l J^>1 04m? 
. MJX7*7$?146UL. 7 ^ C F D 7 7 > I m L , fiJ;&f7,Xf;i,*;i^7$: 
H 1 mLfl>a6»t60t?1 4 H « t 2 . aMt*?***. w«xf^?ttas 

rz. «un*t*air joffia***? **«*7 f* y u, mmtus 10 

H * t I . * t-7^-;^7/*7DYF 777 < - l®& ■ 0 - Z 0 % * 9 J - b - ( 
3 8X\1 ! f >-?OD*l^) ] ?»«*ZC*CJ:y. (8) -Z-V7/-1 - C 
N-(2. 4. e-F'J^h+V?!;^?^) - trixnS-4 - (5-7DnrJ 
^y>-Z--fA7S/^f *) 5> JD\t5'Jl7l / ] 7Cf ACDy s /> 1 0 4 m 3" 
t tt 3 . 
[ 0 2 0 8 ] 

(4) flu IB (3) ?S**iZttft»7 0m»*l»y7*tfnPK4mL<5>iBG»tM? 
IJtl. ^ ^^-IH7i7D7h777<- [iljg: 40-0^\tt>-7D 20 



x - t 1 ^ o . 


5 


m 


L 




3lU?I-f i2mLtaiX> *riHUfe 




( 


s ) - 1 - c 


t 


t 




n 


S-4 - (5-5DDC i n-77-2- 


U7i;^f A) -> 7 


□ 


*\ * 5/ * 7 § 


7 


] 


7 




f ;i - 2 - 7 7 7 C 0 y '/ 7 • 


(* 8 SJfiffl 6 - 1 ) 


2 




0 














[ 0 2 0 9 3 
















Saffl 6- 


2 




6 




4 






BQlE&affl 6 




1 


( 


2 




§»tffll), &affl 6 - 


1 


9 ( 3 ) ~ ( 


4 


) 


JS 




HfclC U 7 . £ 6 Sftffl 6 - 2 ~ 6 - 






[0210] 
















s it m 7 - 


1 




7 




1 0 






( 8 ) - 1 - 


7 


□ 


€ 


7 


cf*-2-y7/CDyv>c«ii7 


. (R)-3-7DD7 


n 


f A - 4 - V 


7 


7 




7 


7 y -7 > ( ft ib # % m 2 © <t ft a ) t e 


ik flies ft a 1 * ra« 


IC 




IC 




'/ 


* 


$7 K*«!7-1~7-1 Ofl>ikft»t#?. 




[021 1 ] 
















K it ffl 8 - 


1 




8 




8 






( 8 ) - 1 - 


7 


□ 


f 


7 




(R) - 3- 7DD7-G 


7 


k - 4 - V 7 


7 




7 


V* 


y 7 > t s u z a ai* , K is ffl 6 - 1 ( 


1 ) ~ ( 2 ) * * h * c 


u 


7 . ( R ) - 


4 






7 


7-3 - CN - (2. 4. 6 - h M h 


ty7i:*yf*) - 


t 


rotns-4 




7 




7 


X ? )V V 7 □ M= V h 7 $ 7 ] 7Cf il- 


f 7 V V 7" 7 t i 3 . z 


0 



<tft»*irJ:&f*m*iPHbG»tSlK « ft 0J 6 - 1 (3)~(4)**n*CU7. £8 
Sftffl 8 - 1 ~ 8 - 8 <9 <bfc«! t tt 3 . (fflU, Slti8-75^8 - 8CfiU7R. 

waffle -1 (3) *c>JBtnif. i»ftd»n7i^«7ifl;ft*tiii. 1 

-bF0 + 7^7 l /MJ7 , /-A3<J:&1 - X f * - 8 - ( 3 --7^ H7 5 / 70C A 



1 

X W (WO? 8/1 9 9 9 8) IB « <9 75 C ft II , L-7Qy>7$l i ( * « A ) # £ C 
7Dt7Cf J17DY^ K t & JS ? tt 0 Jl»7X & B ? tt 3 C * IC £ V . (8) - 1 - 7 
□ f7Cf *-Z-77yCD l J77tSI. 

[0212] 50 
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#%0J Z 

X« (ASkwol-tliii, B ioo)"?. Med. Clem. Lett. . 16 
£,S62745-2748S> 1 7 9 65) SEW <2>£fcC«tll, L-f^7-D';>7$H 
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